Anti-API-5 peptide was injected intraperitoneally in mice (n = 5) twice a week for 28 days. For each mouse, weight and clinical stage were daily assessed. After 28 days of treatment, mice were sacrificed and all organs were formaldehyde-fixed and paraffin-embedded for assessment of tissue toxicity.
Patient derived xenografts (PDX) of human TNBC and assessment of response to cytotoxic drugs
With their informed consent, the two patients had had imaging-guided biopsies of a metastatic site at the time of relapse, before any medical treatment. During this procedure, three tumor samples were obtained: (a) one part was formaldehyde-fixed and paraffin-embedded for histological analyses, (b) one part was immediately snapfrozen in liquid nitrogen and stored in Hôpital-Saint-Louis Tumorbank for molecular analysis, and (c) one was set aside in culture medium for xenograft. After successful engraftment, tumor growth was measured in two perpendicular diameters with a caliper. Tumor volumes were calculated as following: V = L × l 2 ÷ 2, L being the larger diameter (length), l the smaller (width). When tumors reached a volume of 200 mm 3 (n = 5 mice per treatment group), after 2 to 4 weeks, the mice were treated over 28 days with different regimens of chemotherapy (see Supplementary Table 1 ). A daily clinical score was recorded and tumor growth was measured weekly until tumor weight reached the ethically recommended limit of less than 10% of mouse weight (Directive 2010/63/EU of European Parliament and Council of 22 September 2010 on the protection of animals used for scientific purposes; Official Journal of European Union L 276/33).
For each chemotherapy tested in mice, an inhibition growth coefficient was calculated (Supplementary Figure  2) , using a ratio of the slopes (a and a') of the straight lines before and after treatment. In all xenograft models, the coefficient of inhibition for a drug is calculated as (a'-a)/a, a being the slope of the curve before the start of treatment (Day 0), and a' the slope of the curve between Day 0 and Day 28 of treatment.
For one drug, if the coefficient of inhibition was negative, the tumor was considered sensitive to the drug. If, by contrast, it was positive, the tumor was considered resistant to this drug.
Transcriptomic analyses of human tumor samples
A linear T7-based amplification step was performed from 0.5 µg of all RNA samples. To produce Cy3labeled cRNA, the RNA samples were amplified and labeled by using an Agilent-Quick-labeling kit (Agilent Technologies, Santa Clara, CA, USA). The yields of cRNA and the dye-incorporation rate were measured with an ND-1000 Spectrophotometer (NanoDrop, LabTech). Hybridization was performed according to the Agilent 60-mer oligo-microarray processing protocol: 1.65 µg of Cy3-labeled cRNA was hybridized overnight at 65°C to Agilent-Whole-Human-Genome-Oligo-Microarrays 4x44K, and fluorescence signals were detected by using Agilent's Microarray-Scanner. Agilent-FE-Software determined feature intensities, and quantile normalization was performed with the Agi4x44PreProcess R package. Subsequent analyses were carried out with R 3.01 software (Foundation for Statistical Computing, Vienna, Austria) and based on log2 single-intensity expression data. Classification was provided by correlating gene expression profiles with the centroids for each of the six TNBC subtypes described by Lehmann and colleagues (26), https://genome.unc.edu/pubsup/breastGEO/pam50_ centroids.txt).
Gene expression quantification in tumor xenografts
For RT-qPCR, total RNA was reverse-transcribed using random primers with SuperScriptTM II-Reverse-Transcriptase (Invitrogen/Saint-Aubin/France). Each qPCR assay was performed according to the MIQE guidelines (minimum information for publication of quantitative real-time PCR experiment) [1] The qPCR reactions were performed using fluorescent probes on a CFX96 Real Time System (Bio-Rad) to determine BID, CFLAR/CFLIP, PIK3R5, API-5 gene expression levels, using Hs05102792-m1 (human BID), Hs01116280-m1 (human CFLAR/CFLIP), Hs051046353-m1 (human PIK3R5), Hs00362482_g1 (human API-5) and Mm 00599749_m1 (murin API-5) as primers (Applied-Biosystem/France). The reference gene was human TBP with the primer Hs99999910_m1 or murine Taf1a with the primer Mm00468829. A blank sample (no cDNA) was included, and experiments were performed in triplicate, with each sample in duplicate on the PCR plate. The results were expressed as 2-ΔΔCq (relative quantification).
API-5 protein expression in human tumor xenografts
10 sections of frozen tumors (n = 5 for each) were incubated in 500 µL RIPA lysis buffer (25 mM Tris-HCl pH 7.6, 150 mM NaCl, 1% NP-40, 1% sodium deoxycholate, 0.1% SDS) on ice for 30 min. Cell debris of tumors were removed by centrifugation at 16,000 × g for 10 min. Protein concentration was determined by bicinchoninic acid protein assay (Thermo Fisher Scientific, Waltham, MA, USA). A 50 μg protein sample from each sample was loaded on a 10% SDS-PAGE gel, and the proteins were transferred to a nitrocellulose membrane using the iBlot dry blotting system (Invitrogen, Carlsbad, CA, USA). The membranes were blocked with 5% non-fat dry milk for 1 h and incubated with anti-API-5 (ab56392; 1:1000; Abcam) at 4°C overnight. The membranes were then washed with a Tris buffered saline with Tween 20 buffer for 1 h and incubated with the appropriate horseradish peroxidase-conjugated secondary antibodies (Invitrogen) diluted in blocking buffer, for 1 h at room temperature. Subsequent to washing, western blotting luminol reagent (Santa Cruz Biotechnology, Inc., Dallas, TX, USA) was added to the membranes and the chemioluminescence was recorded using a Fuji LAS-3000 system (Fujifilm, Tokyo, Japan). The membranes were then treated with an antibody-stripping buffer (Gene Bio-Application Ltd., Kfar Hanagid, Israel) and incubated with anti-actin antibody (1:4,000 dilution; Sigma-Aldrich) as a control.
In situ assessment of necrosis, cell proliferation, angiogenesis, apoptosis and API-5 expression
When present, necrosis was delineated on virtual slides created on a Nanozoomer2.0H scanner (Hamamatsu/ Japan), and quantified using DotSlide2 software. Results were expressed as the sum of necrotic areas for each section, and the mean ± SEM.
For microvessel density, proliferation and apoptotic counts, an indirect immunoperoxidase method was performed on 5 μm-thick tissue sections, using monoclonal mouse anti-human Ki67 antibody (Clone MIB-1, DakoCytomation, France) as primary antibody for proliferation, polyclonal rabbit anti human cleaved-caspase-3 antibody (Asp175, cell signaling, France) as primary antibody for apoptosis, and rabbit polyclonal anti-mouse anti-CD34 antibody (Sigma-Aldrich, France) as primary antibody for microvessel density.
To characterize hypoxic areas in the xenografted tumors, we assessed the in situ expression of a hypoxic-related protein CAIX [2] . We performed immunohistochemistry staining using anti-human CAIX antibody (NB100-417, Novus Biologicals, France) as primary antibody.
For API-5 expression in patients' tumor biopsies and in xenografted tumors, we performed immunohistochemistry using a rabbit monoclonal antibody (ab65836, Abcam d: 1/50) which recognizes both human and murine forms of API-5.
For the scoring, the percentage of positive cells in 100 cells was determined, and results were expressed as mean ± SEM.
As secondary antibodies, an anti-rabbit or antimouse OmniMap detection kit (Roche diagnostic, Meylan, France) were used. The systematic controls used were absence of primary antibody and use of an irrelevant primary antibody of the same isotype.
For each tumor section analyzed and for each marker, proliferation and apoptotic cells counts were performed on five different fields at x400 magnification, using a ProvisAX70 microscope (Olympus, Tokyo) with wide-field eyepiece number 26.5 providing a field size of 0.344mm 2 at X400 magnification. Microscopic pictures were captured using a ColorView III digital camera, and analyzed using Olympus-SIS Cell F software. The percentage of positive cells in 100 cancer cells was determined, and results were expressed as mean ± SEM. For microvessel density, CD34-positive microvessels were counted on ten different fields at X400 magnification. For assessment of CAIX expressing tumor cells, at magnification x250, 100 µm diameter-circles were drawn around necrotic areas. In the areas defined by each circle (corresponding to 5887 µm 2 ), CAIX positive tumor cells were counted. The number of positive cells was related to the total number of tumor cells in a given surface area studied.
Results were expressed as the mean ± standard deviation.
In vitro proliferation assay in metabolic stress or hypoxic condition
Human microvascular endothelial cell (HMEC) lines (Dr TL Lawley, Department of Dermatology, Atlanta, GA, USA) were cultured under normoxic conditions (20% pO2) in MCDB-131 medium supplemented with 1 μg/ mL hydrocortisone, 10 ng/mL EGF, 2 mM L-glutamine, 100 μg/mL streptomycin, 100 units/mL penicillin, and 15% fetal calf serum. HMEC cells were controlled for mycoplasma free using mycoplasma kit (Sigma, France). Cells were exposed to increased concentrations of anti-API-5 peptide ranging from 1.25 µM to 10 µM. After 12 or 24 h incubation, cell viability was determined by the colorimetric conversion of tetrazolium MTT (3-[4. 5-dimethylthiazol-2-yl]-2.5-diphenyltetrazolium bromide; Sigma, France) into formazan, to estimate the relative number of viable cells. Cells were incubated with 0.4 mg/ml MTT for 4 hours at 37°C. After incubation, the supernatant was discarded, and the cells suspended in 0.1 ml of DMSO. The absorbance was measured at 560 nm using a Fluostar Optima microplate reader (BMG LabTech, France). Wells with untreated cells or with drugcontaining medium without cells were used as positive and negative controls respectively. 
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